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Application of: 
MESSADEK, Jallal 
Patent No.: 7,608,640 
Application No.: 10/635,048 
Issued: October 27, 2009 
GLYCINE BETAINE AND ITS USE 

Commissioner for Patents 
Office of Patent Publication 
Attn: Certificate of Correction Branch 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 

REQ UEST FOR CORRECTION UNDER 37 C.F.R. § 1.322 

Applicant hereby petitions the Office under 37 C.F.R. § 1.322 to issue a Certificate of 
Correction for the Patent Office's mistake in U.S. Patent No. 7,608,640. The mistake consists of 
typographical errors in Claims 2 and 15. As set forth in Form PTO/SB/44, submitted herewith, 
the phrase "control led" in claim 2, line 15, should now read "controlled," and the word "flaw" 
in claim 15, line 38, should now read "flow." 

Applicant requests expedited issuance of the Certificate of Correction under 37 C.F.R. 
§ 1.322. Furthermore, to demonstrate that the error is attributable solely to the Office. Applicant 
has attached the relevant documentation showing that the claims were in correct form when last 
submitted by Applicant to the Office in an Amendment After Final, dated October 22, 2008. 
Claim 2 of the '640 patent corresponds to claim 15 in the Amendment After f inal, where it is 
clear that "controlled" was written as one word. Claim 15 of the '640 patent corresponds to 
claim 42 in the Amendment After Final, where it is clear that the word "flow," and not "flaw" 
was recited in Applicant's claim. Applicant has also attached the Notice of Allowability, dated 
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June 12, 2009, which included an Examiner's Amendment. No further amendments have been 
made to the claims. 

Therefore, in accordance with M.P.E.P. § 1480.01, the records of the Office, as 
evidenced by the attached documentation, unequivocally support the Applicant's assertion that 
the requested correction was incurred through the fault of the Office. Moreover, Applicant 
submits that issuance of a Certificate of Correction correcting these errors in the above- 
referenced patent will not involve any changes constituting new matter or requiring 
reexamination. Accordingly, the expedited issuance of a Certificate of Correction is proper in 
this instance and the same is respectfully requested. 

It is believed that no fee is due for this submission to correct the Patent Office's mistake 
under 37 C.F.R. § 1.322. However, any such fees which are due should be applied against 
Deposit Account No. 1 9-0522. 



Respectfully submitted, 
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10801 Mastin Blvd., Suite 1000 
Overland Park, KS 66210 
913-647-9050 
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Claim 15, line 38, the word "flaw" should read -flow-. 
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Sir: 

OFFICE A CTION RESP ONSE 
In response to the Office Action dated August 6, 2008, amendment and reconsideration of 

the above application is requested. 

The claim amendments begin on page 2. 
Remarks/Arguments begin on page 13. 
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( h im 

1. (Withdrawn) A pharmaceutical antithrombotic combination comprising: 

(a) a therapeutically effective amount of a therapeutically antithrombotic active agent 

causing at least one haemorrhagic side effect, said active agent being selected from 
the group consisting of anti aggregants selected from the group consisting of 
abciximab, acctylsalicylate basic aluminium, acetyl sal icy late carbonate sodium, 
acctylsalicylate lysine, acetylsalicylie acid, aloxiprinc, anagreli chiorydrate, 
bencyclane furamate, carbasalate calcium, clopidogrcl sulfate, epoprostenol sodium, 
epifibati, hydroxychloroquine sulfate, iloprost, niccrgoline, nifepidine, pyricarbate, 
sulfinpyrazone, ticlopidine chlorhydratc, tirofiban chlorhydratc. verapamil 
chlorhydrate, compounds structurally similar to one of said preceding and aggregant 
compounds, and mixtures thereof anticoagulants selected from the group consisting 
of accnocoumarol, anisindione. biscoumacetate ethyl, bromindione, coumetarol, 
sirudinc, oxazidionc, pbenindione, phenprocoumonc, tioclomarol. warfarine sodium, 
compounds structurally similar to one of the preceding anti coagulant compounds, 
and mixtures {hereof, fibrinolytics selected from the group consisting of altcpase, 
anistreplase, atorvastatine calcium, bromelaines, ciprofibrate, defibrotide, 
fluvastaline sodium, glicazide, lovastatine. iys-plasrninogene. phenformine, 
pravastatine sodium, retcpiase, simvaslatine, streptokinase, urokinase, compounds 
structurally similar lo one of the preceding fibrinolytic compounds, and mixtures 
thereof, thrombin inhibitors, anti vitamin K. and mixtures thereof and 

(b) a therapeutically effective amount of a compound selected from the group consisting of 

compounds of the formula (CI ! ,) ; ,V(("1 ! : ),COO' with n an integer from 1 io 5, 
pharmaceutical!}- acceptable salts thereof esters thereof precursors thereof and 
mixtures thereof 

said combination operable lor preventing or reducing the incidence or severity of said 
haemorrhagic side effect or lor potentialismg the therapeutic antithrombotic effect 
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2. (Withdrawn) The pharmaceutical combination of claim 1, said compound being 
selected from the group consisting of glycine betaine, pharmaceutical])' acceptable salts thereof, 
esters thereof, precursors thereof, and mixtures thereof 

3. (Withdrawn) The pharmaceutical combination of claim 1, in which the therapeutic 
antithrombotic active agent has at least possible haemorrhagic side effects, and in which the 
combination comprises a therapeutically effective amount of glycine betaine for preventing or 
reducing the incidence or severity of said haemorrhagic side effect. 

4. (Withdrawn) The pharmaceutical combination of claim 3, in which said glycine 
betaine is in a form selected from the group consisting of forms suitable for subcutaneous injection 
and forms suitable for the preparation of a form for subcutaneous injection. 

5. (Withdrawn) The pharmaceutical combination of claim 1 . in which the therapeutic 
antithrombotic agent with at least possible side effect is selected from the group consisting of anti 

itumii K mtiaggrcg M> ai coagulants, anti thrombin, fibrino! ti< > tnd nixture the eol 

6. (Withdrawn) The pharmaceutical combination of claim 1, in which the therapeutic 
antithrombotic aetwe agent with possible side effect and glycine betaine are in a form selected from 

> ] i mi I ni iui Me foi simultaneous .Jim ho mtaot for 

successive administration and a form suitable foi idminislralioi iccoi it to liffci nt 
administration paths. 

antithrombotic active agent has at least one possible haemorrhagic side effect, and in which the 

combination comprises a therapeutically effective amount of glycine betaine for completely 
pre\ em " i 1 _ Jo e f lec' 
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8. (Withdrawn) A method of preventing side effects associated with an active agent 
selected from the group consisting of anti aggregants selected from the group consisting of 
abciximub, aeetvlsalicylate basic aluminium, acctyisalicylate carbonate sodium, acctyisalicylate 
lysine, acetylsalicylic acid, aloxiprine, anagreli chlorydrate, bencyclane furamale, carbasalate 
calcium, clopiciogrel sulfate, cpoprostenol sodium, epifibati, hydroxychloroquine sulfate, iloprost, 
niccrgoline, nifepidine, pyricarbate, sulfinpyrazone, tielopidine chlorhydratc, tirofiban chlorhydrate, 
verapamil chlorhydratc, compounds structurally similar to one of the preceding anti aggregant 
compounds, and mixtures thereof, an coe i i elected Iron he group consisting of 
acenocoumarol, anisindionc, biscoumacetate ethyl, bromindione, coumetarol, dalteparine sodium, 
sirudinc, xtran sulfate, enoxaparine sodium, fluindione, heparinate magnesium, heparin calcium, 
heparine sodium, lepirudine nadroparine calcium, oxazidione, penlos le oly< < sulfuri 
phenindione, phenprocouraone, reviparinc sodium, tinzaparinc sodium, tioclomarol. warfarine 
sodium, glycoammoglycans. heparins, uniractioncd heparin, standard heparin, low molecular 
heparins, heparmoids. hcparin-like molecules, compounds structurally similar to one of the preced: ng 
anti coagulant compounds, and mixtures thereof, fibrinolytics selected from the group consisting of 
altepasc. anistrepla.se, alorvaslatine calcium, bromclaincs, ciprofibraie, deltbrotidc. fluvastatine 
sodium, gliea/icie, lovasialine. lys-piasminogene. phenformine. pravastatin sodium, reicplasc. 
simvastatine, streptokinase, urokinase, compounds structurally similar to one of the preceding 
fibrinolytic compounds, and mixtures thereof, ihrombin inhibitors Mien as t n j.ul «> vi >, . *•• 'no 
mixtures thereof, anti vitamin K, and mixtures thereof said method comprising the step of 

dmini I . m in antidote composition ,mnpn m , i u m c un' <lo\ .< a < > , >," 1 
selected from the group consisting of glycine bclaine. compounds of the formula 
(CI 1 J.N (CH ; ) n COO" with n being an integer from i to 5. pharmaceutical!)' 
acceptable salts of said compound, esters of said compound, precursors of said 
compound, and mixtures thereof. 
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9. (Withdrawn) A method of preventing or reducing the incidence or severity of a side 
effect of a therapeutically active agent having at least one possible haemorrhagic side effect in a 
patient comprising the step of 

administering to said patient an effective amount of a compound selected from the group 
consisting of compounds having the formula (CH 3 ) 3 N + (CH 2 ) n COO" with n being an 
integer from 1 to 5, pharmaceutically acceptable salts of said compound, esters of 
said compound, precursors of said compound, and mixtures thereof, said 
administration preventing or reducing the incidence or severity of said side effect or 
potentialising the therapeutic effect of said therapeutically active agent. 

1 0, (Withdrawn) The method of claim 9. said compound comprising glycine betaine, and 
said administration of said compound preventing or reducing the incidence or severity of said side 
effect and potentializing the therapeutic effect of said therapeutically active agent. 

1 1. (Withdrawn) A method of potentializing the therapeutic effect of a therapeutically 
active agent having at least one possible haemorrhagic side effect in a patient comprising the step 
of: 

administering to said patient an effective amount <>' a voinpounu ^elected in> n tin- an, up 
consisting ol l > t 1 l nt compounds la ih_ Ik. k i i i i< i • !*M ) t ( >f) 

with n being an integer from 1 to 5, pharmaceutically iab'v il> i ' 

compound, esters of said compound, precursors o: s„ tc i > < i id ir nn > tines 

thereof. 

12. (Withdrawn) A method of treating or preventing thrombosis troubles for a patient 
and prevet ■ 1 i g <. . v u v vp. a 

administering to said patient a therapeutically effective amount of an anti thrombotic active 
agent with at least one possible haemorrhagic side effect; and 
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administering a therapeutic effective amount of glycine betaine to said patient and thereby 
preventing or reducing said haemorrhagic side effect. 

13. (Withdrawn) The method of claim 12 said glycine betaine being subcutaneously 
injected. 

14. (Currently Amended) A controlled release pharmaceutical system suitable for 
delivering after administration in a time-controlled manner to the bloodstream of a mammal 
comprising an effective amount of an active compound selected from the group consisting of' glycine 
betaine - a compound of the formula (Ci. i.S.N'fC! i-.),,COO". with n eg ual to l .pharm accuticall y 
acceptable salts thereof, and mixtures thereof. 

15. (Original) The system of claim 14, said system being selected from the group 
consisting of oral controlled release preparations, oral controlled release devices, transdermal 
controlled release preparations, transdermal controlled release devices, and combinations thereof. 

1 6. (Original) The system of claim ! 4. said system operable for releasing glycine betaine 
as an active ingredient. 

17, i n , u 1 V*et ^d) 1 he system of claim 14 wherein ^n.O . i. i i. c 
least one electronic element selected from the group consisting of an electronic device and chip, said 
at least one element operable for controlling at least the releasing of the active compound. 

1 8. (Original) The system of claim 1 4, said system controlling delivery of said compound 
! i \ a u>< iHi i .'0 o. ait 
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19. (Currently Amended) A controlled release pharmaceutical system for achieving a 
goal selected from the group consisting o I' treating a condition, reducing the incidence of a condition, 
reducing the severity of a condition, and preventing a condition, whereby said condition is selected 
from the group consi ti i a ood ion disturbance thrombosis, thromboembolic disorders, and 
combinations thereof, said system being adapted for releasing in a time controlled manner for at least 
1 20 minutes, after administration, a therapeutically effective amount of an active compound selected 
from the group consisting of myemc-betainc-a compound o t ~'\ o i iui u i \ i N >, COO . wit h 
n equal to 1 , pharmaceutical!}' acceptable salts of said compound, and mixtures thereof. 

20. (Previous!} Presented) The system of claim 19 wherein said system comprises at 
least one electronic device or chip, said at least one electronic clement selected from the group 
consisting of an electronic device and chip, said at least one electronic element being operable for 
controlling at least the release of the active compound. 

21. (Original) The system of claim 19. said system being an oral controlled release 
pharmaceutical system. 

22. (Previously Presented) The system of claim 19 wherein said system comprises at 
>i:u L i i t t. ait mm the group uu si tmg of ar. electronic dc\ u md chip >aid 

i * |. u loi .oil niinL tk to ic 1 the udtvc lompound. 

23. (Previously Presented) The system of claim 19. wherein the system is adapted for 
l Hi I 1 i i (. umpo md fo; it U si lo 1 80 mi 1 < 

24. (Previously Presented) The system of claim 19. wherein the system i> adapted for 
controlling the release of said active compound for at least for 240 minutes. 
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25. (Previously Presented) The system of claim 19, wherein the system is adapted for 
controlling the release o r ^ v m rd 101 at least for 360 minutes. 

26. (Cancelled) 

27. (Currently Amended) A controlled release pharmaceutical system for releasing an 
effective therapeutic amount of a compound selected from the group consisting of bc t ai n e s ™a 

compo in n 1 l k h in ( 1 i \ 1 1 i i, i H ) \ i I j_ ^ i m u 1 luip ill Ot 

thereof, precursors (hereof, and mixtures thereof, wherein said system is adapted for controlling tor 
at least 120 minutes the release of an effective amount of a compound of glycine betaine, 
pharmaceutically acceptable salts thereof, and mixtures thereof. 

28. (Previously Presented) The system of claim 27. in which the system is. adapted lor 
controlling at least for 1 80 minutes the release of an effective amount of a compound selected from 
the group consisting of glycine betaine. pharmaceutically acceptable salts thereof, and mixtures 
thereof. 

2 Ci . (Previously Presented) The system of claim 27. in which the system is adapted for 
.. >nt iiime the reiease ol'an elieet'.N e amount ol a compound sacked tiom me t un\ n. < • 

! m ■ u i 1 i v m> Ph incept ubL ~,Jl, thereo!. ar.d imxtutes thereoi !oi a lime period 
of from about 240 minutes to 2160 minutes. 

30. (Previously Presented) The system of claim 27 wherein said system comprises at 
least one electronic element selected from the group consisting of an electronic device and chip, said 
h m t I ' [ IK ' i . ,1 1 > ' ^ i ' t v ',\ , )i ui . 
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31. (Withdrawn) A method for treating, reducing the incidence or severity of. or 
preventing a condition selected from the group consisting of blood flow disturbances, thrombosis, 
thromboembolic disorders, and combinations thereof said method comprising the step of 
administering in a time controlled manner to the bloodstream of a mammal, a therapeutically 
effective amount of an active selected from the group consisting of glycine betaine, a compound of 
the formula (CH 3 ) 3 N , (CH 2 ) n COO" with n equal to 1, pharmaceutical!)' acceptable salts of said 
compound, esters of said compound, precursors of said compound, and mixtures thereof. 

32. (Withdrawn) The method of claim 3 1 , said administration being transdermal. 
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33. (Withdrawn) A pharmaceutical combination for oral,' parenteral or rectal 
ad mini strati o n com prising: 

a therapeutically effective amount of a therapeutically active agent causing at least one 
haemorrhagic side effect, said active agent being selected from the group consisting 
of dalteparine sodium, sirudine, xtran sulfate, enoxaparine sodium, fluindione, 
heparinate magnesium, heparin calcium, heparine sodium, lepirudinc nadroparine 
calcium, pentosane polyester sulfuric, reviparine sodium, tinzaparine sodium, 
he i uni i l i 1 , i i i i 1 i i 1 nn < w mok il u 

heparins, heparinoids, heparin-iike molecules, compounds structurally sirail ar to one 
of the preceding anti coagulant compounds, and mixtures thereof; and 

a therapeutically effective amount of a compound selected from the group consisting of 
glycine betaine, (CH 3 ),N + (CIf,) n COO" with n being an integer from 1 to 5, 
pharmaceutical ly acceptable salts thereof esters thereof, precursors thereof, and 
mixtures ! hereof. 

said combination pre\ eating or reducing the incidence or severity of said haemorrhagic side 

effect or polci ti; li tint the therapeutic effect of said active agent. 

34. (Withdrawn) The pharmaceutical combination of claim 33. wherein said 
therapeutically active agent has at least possible haemorrhagic side effects, and in which said 
combination comprises a therapeutically effective amount of glycine betaine for preventing or 
red i ing th iciden ui e verity of said haemorrhagii ;ide effect 

{ \ ,1 1 ii. i I hi i i i 1<. i Ut I ' 1 V I 1 , I ' i , v ' 

in a form suitable for subcutaneous injection or in a form suitable for the preparation of a form for 

l I ' o it u i 
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36. (Withdrawn) The pharmaceutical combination of claim 33, said combination 
preventing or reducing the incidence or severity of said haemorrhagic side effect and potcntialising 
the therapeutic effect of said active agent. 

37. (Withdrawn) The pharmaceutical combination of claim 33, said therapeutically active 
agent being an antithrombotic agent with possible side effects, and said glycine betaine and said 
therapeutically active agent each being in a form suitable for simultaneous administration or 
successive administration or for administration according to different paths. 

38. (Withdrawn) A method of treating a patient comprising the steps of: 
administering to said patient an effective amount of a therapeutic active agent with at least 

one possible haemorrhagic side effect, and 
administering to said patient an effective amount of a compound selected from the group 
consisting of compounds of the formula (CI h),N'"(CT-h) n COO" with n being an 
integer from 1 to 5. pharmaceutical!}/ acceptable salts thereof esters thereof, 
precursors thereof and mixtures thereof wherein administration of said compound 
prevents or reduces the incidence or severity of said at least one side effect of said 
therapeutically active agent or potential i/.es the therapeutic effect of said 
therapeutically active agent. 



39. (Withdrawn) The method of claim 38, said compound comprising an effective 
amount o! glycine betaine. 
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40. ( Withdrawn) A method for treating or preventing at least one trouble selected from 
the group consisting of blood flow disturbance, thrombosis, thromboembolic disorders and 
combinations thereof comprising the step of administering to the bloodstream of a mammal in a 
controlled manner a therapeutically effective amount of a compound selected from the group 
consisting of glycine betaine, compounds of the formula (CH 3 ) 3 N"'(CH 2 ) n COO" with n being an 
integer from 1 to 5, pharmaceutical ly acceptable salts thereof, esters thereof, precursors thereof, and 
mixtures thereof. 

4 1 . (Withdrawn) The method of claim 40, said administration being transdermal. 

42. (Currently Amended) A controlled release pharmaceutical system for achieving a 
goal selected from the group consisting of treating a condition, reducing the incidence of a condition, 
reducing the severity of a condition, and preventing a condition, whereby said condition is selected, 
from the group consisting of blood flow disturbances, thrombosis, thromboembolic disorders, and 
combinations thereof, said system being adapted for releasing in a tune controlled manner for at least 
2160 minutes, after administration, a therapeutically effective amount of an active compound 
selected from the group consisting of glycine be taine- a compound of the romujui 
|CI1,). NT(( 'H j„t' ( '< > '.M th n equal to L pharmaceutically acceptable salts thereof, and mixtures 
thereof. 
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Re marks : 

Claims 14-25, 27-30, and 42 remain for consideration in this application with claims 1 4, 1 9, 
27, and 42 being in independent format. Claims 14,19, 27, and 42 have been amended and claims 
1-13 and 31-41 have been withdrawn pursuant to a restriction requirement. Claim 26 has been 
previously cancelled. 

Independent claims 14. 19, 27, and 42 have been amended to recite " a comp ound of the 
formula (C HAN'A'f IfLCOO". wi th neoual to 1 " in lieu of the term "glycine bctaine." This formula 
was previously recited in the claims as originally (lied; however, it was subsequently deleted because 
once the claims were amended to limit "n" to 1, Applicant considered the structure redundant with 
the term "glycine betaine." However, in order to clarify for the Examiner the intended compounds, 
Applicant has reintroduced this structural formula into the claims. 

As an initial matter. Applicant notes that the Office Action Summary sheet indicates that the 
Action is both Final and Non-final. Applicant's representative spoke with Examiner Benton on 
October 20. 2008. who clarified that the Action was intended to be Non-final . Applicant respectfully 
requests confirmation of this in the next communication. 

'burning to the Office Action. Applicant notes with appreciation that the previous written 
description rejection and the rejections based upon U.S. Patent No. 6,287,765 and U.S. Pat. A pp. 
Pub. No. 2002/0034757. both to Cubicciolti et al. and U.S. Patent No. 6,399,785 to Murphy el al. 
(hereinafter "Murphy" i have been withdrawn. 

I lovvcver. the Examiner has rejected claims 14-25. 27-30, and 42 as being obvious in view 
of the combined teachings of live references: U.S. Patent No. 4,605,548 to Ushiyama et al. 
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(hereinafter "Ushiyama"), U.S. Patent No. 5,405,614 to D'Angelo et al. (hereinafter "D'Angelo"), 
U.S. Patent No. 5,8 14,599 to Mitragotri et al. (hereinafter "Mitragotri"), U.S. Patent No. 4,91 1,916 
to Cleary, and U.S. Patent No. 5,928,195 to Malamud et al. (hereinafter "Malamud"). Each of these 
references is newly cited in this Of fice Action, with the exception of Malamud, which was cited i n 
the previous Office Action. 

According to the Examiner, Ushiyama discloses a transdermal drug delivery system, while 
an clcctronically-bascd transdermal drug delivery is disclosed in D'Angelo. The Examiner concedes 
that neither Ushiyama nor D'Angelo teaches or suggests glycine bctaine. The Examiner further states 
thai D'Angelo "docs not provide reasoning as to why il would be pharmaceutical!)' advantageous to 
incorporate glycine betaine...into a transdermal drug delivery system." Office Action, page 7. 
However, the Examiner argues that the deficiencies of D'Angelo arc resolved by the teachings of 
Mitragotri. Specifically, the Examiner asserts that although Mitragotri does not teach glycine 
bctaine. it does teach that hydrophilic molecules have enhanced transdermal penetration (the 
Examiner then notes that based upon Applicant's specification glycine betainc is a hydrophilic 
compound). Next, the Examiner points to Cleary as teaching drug compatibility studies and states 
that based upon the combined teachings of Mitragotri and Cleary. it would be desirable to cover 
glycine betainc with a hydrophobic polymer for more effective transdermal administration. 
In , m 1 1 v i 1 1 i | i [ , i O i U - r i.Li .i'm ii none oj tin 

above references teach "ijtycuie befaine. " However, the Examiner states that the teaching of 
"glycine betainc" comes from Malamud. which discloses a "betainc compound." The Examiner then 
ert t, l the term 1 . U mgeabie \* uh th_ t.rm a'w <e be > ~ k ' i I ^ 1 u 
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of Malamud). Finally, at the end of the rejection, the Examiner argues that the effects observed with 
the mixtures in Malamud containing both glycine and betaine would be same as those observed with 
glycine betaine. Thus, the Examiner concludes that all of the claims art prima facie obvious in view 
of the combined teachings of these five references. 

Applicant respectfully submits that the Examiner has tailed to establish a prima facie case 
of obviousness in view of these references, and further that even if one had been established, 
Applicant has effectively rebutted a prima facie showing of obviousness with objective, empirical 
evidence. When claims are rejected as obvious in view of two or more references, a holding of 
obviousness must be based on "an apparent reason to combine the known elements in the fashion 

claimed." KSR Inl'i Co. v. Teleflex Inc., 550 U.S. , 82 U.S.P.Q.2d 1385, 1396 (2007). That is, 

"either the references must expressly or impliedly suggest the claimed invention or the examiner 
must present a convincing line of reasoning as to why the artisan would have found the claimed 
invention to have been obvious in light of the teachings of the references." Ex parte Clapp, 227 
I l.S.P.Q. 972. 973 (B. P.A.I. 1985). Mere eonclusory statements cannot sustain an obviousness 
icier.' i < m 1 4 be "some ailic Malt dnast>m<v> with not. / \' A < >/ > '> 
the legal conclusion of obviousness." InreKahnAA] F.3d 977, 988. 78 U.S.F.Q.2d 1329 (Fed. Cir. 

2006) (emphasis added) (cited with approval in KSR, 550 U.S. at . 82 LJ.S.P.Q.2cl at 1596). 

Moreover, if the proposed modification or combination would render the prior art invention 
unsuitable for its intended purpose, or change its principle of operation, then there can be no 
suggestion or motivation to make such modification or combination. In re Gordon, 733 F.2d 900, 
902 (Fed. Cir. 1984). 
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'The present claims are directed towards controlled release pharmaceutical systems which 
include an effective amount of a compound selected from the group consisting of " a compo und of 
the formula (C iT fN "( Clh ! XX X)". with n e qual to 1. pharmaceutical!)' acceptable salts of said 
compound, and mixtures thereof." None of the cited prior art references teach or suggest a 
compound having the recited structure, pharmaceutical^ acceptable salts thereof, and mixtures 
thereof, as claimed. That is, the Examiner has already acknowledged that there is no teaching of 
"glycine betaine" in Ushiyama, D'Angelo, Mitragotri, or Cleary. Rather, the Examiner relies solely 
on Malamud for the teaching of the glycine betaine. However, as explained in detail below, 
Malamud discloses only an "alkyl-/V-betainc surfactant" or "alky! dimethyl glycine" (col. 5, II. 38; 
45), neither of which teach or suggest the claimed compound. 

In the previous response, Applicant submitted a Declaration under 37 C.F.R. § El 32 by Dr. 
Christian Grandills, Ph.D.. Assistant Pro lessor at the University of Eiege in Belgium. As explained 
in the Declaration, Dr. Grandills has a Ph.D. in Biomedical and Experimental Sciences from the 
University of Liege. Belgium, and is currently an Assistant Pro lessor and a member ofthe medicine 
faculty at the University of Liege. He is also the Director of the Interfacultary Center for 
Biomaterials (CE IB) at the University, and has spent the past 30 years researching tissue engineering, 
drug delivery systems, optimization of diagnostic systems, and in vitro Incompatibility testing of 
biomaterials. Thus. Dr. Grand ft Is is clearly an expert in this field. 

in the Declaration, Dr. Grandfils explained the structural, chemical, and physio-chemical 
differences between the alkyi-A-betaine compounds disclosed in Malamud and the claimed 
d [' <> ili d thc-ediTfe'eie--- e pe^ot >' • i d I 
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would not hav c found the claimed compounds to be obvious or predictable based upon the teachings 
of Mai am ud. 

In more detail. Dr. Grandlils explained that Malamud is directed towards the delivery of 
microbicidal drugs comprising surfactants with spermicidal, antiviral, antibacterial, and antifungal 
activities, such as alkyl-A'-bctaine surfactants, in combination with an oxide. According to Dr. 
Grandfils, the drug's activity is centered on the association of the surfactant with the oxide to form 
a stable micellar structure in the compound. Dr. Grandfils explained in detail that the differences 
in structure between the disclosed alkyi-/V-hetaine and the claimed compound give rise to 
fimdamcntuUv dilfi-rcnt and disparate physical and chemical properties, which are neither 
predictable nor obvious in view of each other, for example, alkyi-A'-beiaine surfactants contain an 
alkyl chain, which Dr. Grand ills explained is responsible for generating the surfactant properties with 
the associated spermicidal, antiviral, antibacterial, and antifungal activities (i.e., the alkyl chain 
disrupts the cell membrane function of the microorganisms). This assessment was supported by 
i i « i • ; submitted with the DeJuiaiiou (Binned _d.. AuiiniK - <d>tal AvA. •///,'</,' 

/- / '17 • i x bA-A Din hvlam ixid.es wii'n Vai »ulions n Chain Lei (h 44 
ANTIMICROBIAL AGENTS and Ci if.motherapy, 25 1 4-25 1 7 (Sept. 2000)). In contrast, as noted by 
Dr. Grand fits in the Declaration, the claimed compound does noi exhibit microbicidal properties. 
Rather, it actually provides a favorable environment for microorganisms: (I) it has protective effects 
>),) .[vmaUuiu I 1 ) t Us oi s Kiu.i nil gun.th and baUei ia . \ idh ap' a >, J .in i aa k pit J 

, J\,s and t ilit \,m i^ hi' _ il ps.l'uu '..^ Dp iner"u ea ' \p { a n L c 
i ^ ,l .hp 1 11 d f i >. 1 1 A.A i 1 i 
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Therefore, based upon the structural and chemical differences between the claimed 
compound and the disclosed surfactants, Dr. Grandfils declared that a person skilled in the art would 
have no reasonable expectation that the alkyl-JV-betaine surfactants disclosed in Malamud would be 
capable o alien r the U ll l prupcrtic: of d.c claimed s 1 a > u> c i thrombosis. 

In summary, Applicant has already established, through objective evidence and information, 
that the claimed compound and the surfactants disclosed in Malamud have different chemical 
structures, which give rise to fundamentally different chemical and physical properties. Applicant 
respectfully asserts that the Examiner has improperly ignored the evidence and Declaration by Dr. 
Grandfils regarding Malamud and the di fferences between the claimed compound and the surfactants 
disclosed in Malamud. Moreover, the Examiner makes numerous unsupported assertions in the 
present Office Action, which contradict the evidence submitted by Applicant. Applicant respectfully 
submits that this is improper. 

For example, despite Dr. Grandfils' Declaration, the Examiner continues to assert that the 
coin pounds disclosed in Malamud (i.e.. mixtures containing glycine and bctaine) would be expected 
to provide the same therapeutic effects as the claimed compound. Office Action, page 9. However, 
it is well know that a "presumption of obviousness based on a reference [allegedly] disclosing 
structurally similar compounds may be overcome where there is evidence showing there is no 
nahle expectation i iar properties ii structurally similar compounds." VkP.E.P, § 2 1 44.09 
(citing In re May. 574 F.2d 1082. 197 U.S.P.Q. 601 (t.C.P.A. 1978)). As reiterated above, in the 
previous u j* , .v. V i l - 1 JLuheh e.>t oln>hed that tivere v. v Jh i .t pectation 

i pe:i:es k e' \een the churned compounds and the surfactant 1 - m x, a'e' 1 M v. f 
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Applicant has demonstrated that not only would there be no reasonable expectation of similar 
properties, but in fact, the claimed compound and the surfactants in Malamud do not have similar 
properties (i.e., one is microbicidal, one is not). Although the Examiner believes one might expect 
the claimed compound and the compounds of Malamud to possess similar properties, Applicant 
effectively rebutted this presumption by showing that the compounds of Malamud do not have 
similar properties to the claimed compound. 

In addition, when an Applicant has submitted evidence to rebut an allegation of obviousness, 
the Examiner must consider this evidence, M.P.E.P. § 716.01(a). "Where the evidence is 
insufficient to overcome the rejection, the examiner must specifically explain why the evidence is 
insufficient." M.P.E.P, § 2145. That is, if the submitted evidence is deemed insufficient, the 
Examiner should "specifically set forth facts and reasoning thai justify this conclusion' 1 and should 
avoid giving the evidence no weight, except in rare circumstances. Id. 

Applicant respect fully submits that ibis lias not been done in the present case. Rather, instead 
of reconsidei 1 th chance on Malamud in view of the evidence submitted by Applicant, or 
responding with evidence of his own. the Examiner simply dismissed the Declaration as not being 
persuasive. The Examiner provided no substantive response to Applicant's arguments or to the 

\ k' < 1 i t 1 1 k« 1 n ilion v 'uh uimuu ! ^ lo tciy on \Ialamuu -> i - lUkoii 

the claims. The Examiner indicated in the Office Action that the Declaration of Dr. (irandfils was 
"acknowledged and made of record." Office Action, page 2. The Examiner then set forth a brief 
sumna oil k , IljiE ^a> n ^in> ana tae Dec! v4i i 1 II 1 i 

i id \| !| n aiaumen! a. re considered but are not found pen iv i . x thei a; ssien 

19 



v.ia m. m <r . , 



Docket No. 31927-C1P2 



or explanation was provided for why the evidence presented in the response or Declaration was not 
persuasive. This is improper. See M.P.E.P. § 2145. 

Further, it is unclear whether the Examiner actually considered the substance of the 
Declaration (in addition to acknowledging and recording it). For example, the Examiner stated that 
the "Declaration discloses that references Malamud and Murphy teach non-analogous art..." Office 
Action, page 2. However, Applicant respectfully submits that this is inaccurate, as there was no 
discussion of "non-analogous art" in the Declaration. That is, an assertion of "non-analogous art" 
is a legal argument, which was presented by Applicant in the remarks of the previous response. 
However, the Declaration by Dr. Grandfils was limited to scientific evidence and the technical 
knowledge of those skilled in the art pertaining to the known chemical and physio-chemical 
properties of the claimed compound, as compared to the compounds disclosed in the cited 
references. Accordingly, Applicant respectfully requests that the Examiner give meaningful 
consideration to the previously submitted evidence. Moreover, if such evidence is still not 

i 1 id tc h- si t ^ n w In. i n spi • ifulh it tests ,1 dl the 1 wun >l i 
explanation in support of this conclusion. 

As established above, there is no teaching or suggestion in Malamud of the claimed 
compound. Applicant further submits that one of ordinary' skill in the art would have no motivation 
to modify Malamud to wc the claimed compound. That is. Malamud is concerned with intravaginal 
deliver) ol in crobi i • ompriscd of in alkyl-.Y-belaine surfactant and an on de M larnud 
incorporates by reference three patents (U.S. Pat. Nos. 4,107,328, 4,839,158 and 5,314,9 1 7). which 
d. -H 1 . 4. .j.l.n.J itu. for use in the device. Col 5. II "M 4^ I he ! i - on to 
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drawn to the attached Declaration signed by Jallal Messadek. the inventor named in the present 

application. Mr. Messadek has reviewed the patents cited by Malamud, which are discussed in the 

Declaration. In summary, none of the cited patents discloses the claimed compound. In particular, 

as Mr. Messadek explains in the Declaration, U.S. Patent No. 4,107,328 teaches as follows: 

"In general, a first component, namely, alkyl-N-betaine surfactant employed as a 
non-ionizing zwitterion can be written as: 



R N! ' CH 2 COO" 

I 

CH 3 

Where R is a higher alkyl having from 10 to 18 carbon atoms. Illustrative of such 
alkyl-N-betaine is coco-N-betaine. cetvl-N-betaine, stearyl-N-betaine, isostearyl-35 
N-betainc, or oleyl-N-betaine, or mixtures of the same." 

Column 2, lines 23-36. U.S. Patent No. 4.839.158 discloses an "alkykV-betaine" having the 



CH 3 

"where R is a higher alkyl group having from 10 to 18 carbon atoms." Col. 2 lines 1 ' h>. 

Likewise, I S Patent No 5,3 14,91 7 discloses an "alkyl \ betaine" having the structure 
CH 3 

R -N+ — CH 2 COO 

I 

CH 3 

"where R is a higher alkyl group ha\ inu from 10 to 18 carbon atoms, preferably from 12-16 
carbon atoms." Col. 4. line 48 -col. 5, line 18. 

The mechanism of antimicrobial alkyl-A'-betaine suriacu.- i. t* > , m. a 1 i I > 
the microorganism'* membrane phospholipids. This activity is only seen in aikykV-betame 
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surfactants having long alky; chains, as those described in the patents disclosed in Malamud above. 
In contrast, the presently claimed structure (below) would not have this functionality. 

CH 3 

CH 3 — N+ (CH 2 ) n -COO" } where n equals 1. 
CH 3 

Indeed, the claimed compound actually favors microbial activity, as explained in the Declarations. 
Thus, it cannot be said that the "alkyl-jV-bctainc surfactant" disclosed in Malamud would teach or 
suggest to one of ordinary skill in the art to use the claimed compound because these are different 
compounds, with different structures, and different functionalities. 

Importantly, it is noted that Malamud never discloses "betaine" alone. Rather, as Mr. 
Messadek points out in the attached Declaration, the term is always disclosed as an "alkyl-A'-betaine 
surfactant," which, contrary to die Examiner's assertions, is not interchangeable with "glycine 
betaine," or even "betaine." Applicant respectfully submits the Examiner is mis-characterizing the 
\< i t il ii l lo 'Ouki. ilv »1isi!o*v ton. j on ».l -..en vK ei I.m.m» tU ui 1 aiv to thw 
c! tin compound ol the recited formula pharmaceutical ly acceptable salts tk .1 id ,u 
therein'. 

As shown above, these arc not the same or similar compounds. If the Examiner continues 
to reiv on the disclosure of "alkyl-.V-bctaine .surfactant" in Malamud as teaching or suggesting the 
claimed compound, it is respectfully requested that the Examiner provide scientifically-based 
reasoning and explanation to rebut Applicant's arguments. In particular, it is requested that the 
i ( i i i it ut woe'd i ! 1 1 i > i i i 1 
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from the particularly drawn structures for the "alkyl-N-betaine surfactants" disclosed expressly and 
by reference in Malamud. despite the known physical and chemical differences between these 
compounds. Simply dismissing Applicant's arguments as "not being persuasive" is insufficient to 
meet the Examiner's requisite burden when considering substantive evidence submitted by an 
Applicant. See M.P.E.P. § 2145. 

Finally, the Examiner's attention is again directed to the previously submitted Declaration 
of Dr. Grandfils and Exhibit B (article by Birnie, et al ,, coauthored by Malamud). In the Declaration, 
Dr. Grandfils avers that there would be no scientific rationale to modify the surfactants disclosed in 
Malamud to remove the alkyl chain and replace it with a methyl group to arrive at the claimed 
compound structure. 'That is, removing the alkyl chain from the bctaine surfactant in Malamud 
would defeat the spermicidal, antiviral, antibacterial, and antifungal activities of the surfactant and 
render the drug unsuitable for the intended microbicide purposes disclosed in Malamud. This is 
especially true in light of Birnie et al. above, which teach away from this modification by teaching 
that longer alkyl chains are preferred as they demonstrate better antimicrobial activity. 

Specifically, on page 2515 under the Results section. Birnie et al. disclose that 
"Antimicrobial activity was very poor at lower chain lengths." The "lower chain lengths" referred 
h ,i i,iu H i ,i i pom to t , Uiam lengths, which w ^ tlx -I > i lm \> < i u, Hi t /en tested. 
Moreover, as shown in Table 2, higher chain lengths of CVC 1S performed exponentially better. 
Thus, it cannot be said that one of ordinary skill in the art would have been motivated to replace the 
higl Ik _ i 111' vti k ' a " '- J] c < _ * i« x 1 i v. ii hyl grouj 
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of the claimed compound, as this would change the principle of operation of the microbicidal 
compounds used in Malamud (i.e., they would no longer he microbicidal). 

This modification would also interfere with the surfactant's interaction with the oxide and 
inhibit the formation of the mi cellar structure necessary to create a stable microbicide compound. 
That is, as previously explained, the formation of the mi cellar structure is based upon the long alkyl 
chain on the surfactant, which would no longer be present to form the stable structure if the a!kyl-;V- 
betaine surfactant is replaced by the claimed compound. Thus, because the proposed modification 
would render the invention of Malamud unsuitable for its intended purpose, or change its principle 
of operation, there can be no suggestion or motivation to make such modification. In re Gordon, 733 
F.2d at 902. 

As Mr. Messadek summarizes in the attached Declaration, to arrive at the claimed compound, 
raced vJmui 1 " n the ,! voi d ' s had to ignore the stale of the art regarding the use of alkyl- 
/V-belaine surfactants according to the above formulas where R is a higher alkyl having from i 0 to 
1 8 carbon atoms, and ignore thai such long alkyl chains are responsible toi the n c u \< Ut'^i 
of the surfactant, as stated by Malamud himself, and clearly established by the published art (Exhibit 
B, page 2515. Discussion 2 ml paragraph). One of ordinary skill in the art would have then had to 
select ' | hum u tii 1 muoi ulilJliuv, dM t 1 \ > i , ! 
the higher alkyl chain having ifom 10 to 18 carbon atoins uiMj a ii ct ■. n>\\ t > nt 1 carbon 
atom. Further, one of ordinary skill in the art would have to igi ore I the u all g u m|>ou > 
(glycine bctaine) is known to favor bacterial and microbial growth and provides the opposite 
Ml Mil ,1 i W I 'i 'l\ iriMiknu t * >>i|,| I t 1 t ^ a i i in 
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with (bur additional references to arrive (allegedly) at the claimed invention. Applicant respectfully 
submits that there would have been no such motivation for the many reasons already stated. 
Accordingly. Applicant respectfully submits that the claimed invention would not have been obvious 
to a person skilled in the art at the time of the invention, and independent claims 14, 19, 27, and 42 
are therefore patentable over the art of record. 

In addition, while dependent claims 15-18, 20-25, and 28-30 recite additional patentable 
features, these claims should also be in condition for allowance, as depending from patentable 
independent claims, In re Fine, 837 F.2d 1071, 5 U.S.P.Q.2d 1596 (Fed. Cir. 1988). 

In view of the foregoing, it is believed that no further issues exist with respect to this 
application. The Applicant respectfully requests a Notice of Allowance. Any additional fees due 
in conjunction with this amendment should be applied against our Deposit Account No. 1 9-0522. 



Respect fu 1 1 y svibm i tt ed , 




Tracy L. BtVnman, Reg. No. 42,347 
HOVEY WILLIAMS LLP 
10801 Mastin Blvd.. Suite 1000 
84 Corporate Woods 
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-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address-- 

All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS 
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative 
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308. 

1 . [X] This communication is responsive to 22 October 2008 . 

2. [X] The allowed claim(s) is/are 14-15 ,17-19,21-25.27-30 and 42 (re-numbered as claims 1-15) . 

3. □ Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a) □ All b)[JSome* c) □ None of the: 

1. □ Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. . 

3. □ Copies of the certified copies of the priority documents have been received in this national stage application from the 

international Bureau (PCT Rule 17 2(a)). 

* Certified copies not received: . 

*- 1. [ lu i I y m i f v , i enis 

I . t 1 M A I I I j ' IL I 

THIS THREE-MONTH PERIOD IS NOT EXTENDABLE. 

4. □ A SUBSTITUTE OATH OR DECLARATION must be submitted. Note the attached EXAMINER'S AMENDMENT or NOTICE OF 

INFORMAL PATENT APPLICATION (PTO-152) which gives reason(s) why the oath or declaration is deficient. 

5. □ CORRECTED DRAWINGS ( as ' replacement sheets") must be submitted. 

(a) □ including changes required by the Notice of Draftsperson s Patent Drawing Review ( PTO-948) attached 

1 ) □ hereto or 2) [j to Paper No./Mail Date _. 

(b) □ inciu • ~\ 1 ^ - i e idment / Comment or in the Office action of 

Paper No./Mail Date , 

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the front (noi the back) of 
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d). 

6. i ] DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the 

attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL. 
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5. □ Notice of Irforms! Patent Application 
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7. j3 Examiner's Amendment/Comment 

8. □ Examiner's Statement of Reasons for Allowant 

9. □ Other . 
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All participants (applicant, applicant's representative, PTO personnel): 



(1) TIMOTHY E. BETTON . (3) . 

(2) Tracy L. Born man . (4) . 

Date of Interview: 02 June 2009 . 

Type: a)M Telephonic b)D Video Conference 

c)D Persona! [copy given to: 1)D applicant 2)D applicant's representative] 

Exhibit shown or demonstration conducted: d)D Yes e)[Xj No. 
If Yes, brief description: . 

Claim(s) discussed: 14-19.21-25.27-30 and 42 . 

Identification of prior art discussed: n/a. 

Agreement with respect to the claims f)|3 was reached. g)L ; was not reached. h)Q N/A. 



Substance of interview including description of the general nature of what was agreed to if an agreement was 
reached, or any other comments: Discussion with Attv Bornman was drawn to the amendments to the claims as 
iiscl << ee< ifi i > '*ims 28 a nd 29. it was suggested to replace the term glycine betaine with the specific 
/•f vi I > r>' t,i i r i\ ed in claim 14. Further suggestions included the deletion of ' precursors thereof and the 
'and preventing a condition' in the claims found to be allowable . 

(A fuller description, if necessary, and a copy of the amendments which the examiner agreed would render the claims 
allowable, if available, mus' ' «. ■ -,.--*, • , ^, , *> \ , 

allowable is available, a summary thereof must be attached.) 

THE FORMAL WRITTEN REPLY TO THE LAST OFFICE ACTION MUST INCLUDE THE SUBSTANCE OF THE 
INTERVIEW. (See MPEP Section 713.04). If a reply to the last Office action has already been filed, APPLICANT IS 
GIVEN A NON-EXTENDABLE PERIOD OF THE LONGER OF ONE MONTH OR THIRTY DAYS FROM THIS 
INTERVIEW DATE OR THE MAILING DATE OF THIS INTERVIEW SUMMARY FORM, WHICHEVER IS LATER, TO 
FILE A STATEMENT OF THE SUBSTANCE OF THE INTERVIEW. See Summary of Record of Interview 
requirements on reverse side or on attached sheet 



PTOL-413 (Rev. 0<M)3) Interview Summary Paper No. 20090604 



Nummary of Record of Interview Requi 

Manual of Patent Examining Procedure (MPEP), -lion 713.04, Substance of Interview Must be Ma. 

A complete written statement as to the substance of any face-to-face, video conference, or telephone inter 
, fl( , ji . , -. i t ,-i'r the examiner was reached at the interview. 

Title 37 Code of Federal Regulations (CFR) § 1.133 Interviews 
Paragraph (t 

In every instance v. . > n ' ' nte th m exsw 

warranting favorable action must be fed by the applicant At. interview does not remove the t 

37 CFR §1.2 Business to be transacted in writing 
All business with the Patent or Trademark Office should be transacted in writing. The persona' atl ndan I ppli 

r i l ti f ft ,J I n anaTr dp^iil will be I ely on the wt 

in> all i d oral promise stipulation, or understanding in relation to which there is disagreement or doubt. 

The action of the Patent and Trademark Office cannot be based exclusively on the written record in the Office if that record is itself 
incomplete throuqh the failure to record the substance of interviews. file unless 

It is the responsibility of the applicant or the attorney or agent to make the substance of an interview of record in the application tile, unies, 
the examiner indicates he or she will do so. It is the examiner's responsibility to see that such a record is made and to correct material inaccuracies 



which bear directly on the question of patentability. .. lcc . rilirinn the 

Examiners must complete an Interview Summary Form (or each interview held where a matter of substance has been discussed during the 
interview by checking the appropriate boxes and fining in the blanks. Discussions regarding only procedural matters, directed solely to restnction 
requirement « hid ation is otherw.se provided for in Section 812.01 of the Manual of Patent Examining Procedure, o po« S 

out typographical errors or unreadable script in Office actions or the like, are excluded from the interview recordation procedures below. Where me 
substance of an interview is completely recorded in an Examiners Amendment, no separate Interview iumrtorj Kecordrs requirea. 

The Interview Summary Form shall be given an appropriate Paper No., placed in the right hand portion of the file, and listed on the 
"Contents" section of the file wrapper. In a personal interview, a duplicate of the Form is given to the applicant (or attorney or agent) at the 
conclusion of the interview In the case of a telephone or video-conference interview, the copy is mailed to the applicant s correspondence addres. 
either with i ' 1 j| ' ' r nH ' ' " ^ fhe examiner is not likely before an allowance or if o.her 

circumstarir,-, i. . ' ' t — n^led promptly after the interview rather than with the next official communication 

The Form provides for recordation of the following information 

- Application Number (Series Code and Serial Number) 

- Name of applicant 
Name of examiner 

- Date of interview 

- Type of interview (telephonic, video-conference, oi personal) 

- Name of participant^) (applicant, attorney or agent, examiner, other H I O personnel, etc ) 

- An indication whether or not an exhibit was shown or a demonstration conducted 

- An identmr .tu i oi the j< m p 1 discussed 

- An indication whether an agreement was reached and if so, a description of the general nature of the agreement (may be by 
attachment of a copy of amendments or claims agreed as being allowable) Note: Agreement as to allowability ts entafive and does 

If" ' ' " ' " ' ' '<"*'-" 

The signature of the examiner who conducted the interview (if f orrn is not an attachment to a signed Office action) 



It is desirable that the examiner orally remind the applicant of his or he. obligation to if ,lJ "" » ' " ' ' 

, , „, , , , " ' ' " <" < ' 

, , HK , , , , , v it r jf i j it or the exarwier to include, alt of the applicable items required below concerning the 

.[;,-;■ of mo mteiview 

A complete and proper recordation of the substance of any interview should include at least the following applicable .terns: 
I „ ] || „ i t n, ( i ,n r i „n em row j r nr i ti «- inducted 
?) an identification of the claims discussed, 

. „ ; , j ; * a s^ n ^ na ^ ^ on 

Intervir* ' i nn i « i r h ( 1 ' 1 > 1 ^m.ner 

1 ,rl ,";„"" ' ' " ; " llr : s » TSao^ 

„ ir , , ,„,,!, . , ^ I .< t > t • f I ' I I ■ " ' ! """ 

, i , i , i, n (it ii' i if'i j i in ,!t i f i f j t ii i (i tit ' i" I' "/ 

F (if > I III.'! I ! ' ' ..**-' • 1 * " ' I > ' 1 

„ , » ,rrr it . **jy described m the lr.ien-.ew ham complete oy 



Examiner to Check for Accuracy 

„,,. f_ i r^enrd. She examiner should - ' " rth tn<* 

• t s , it. examiner should place the indication "Inter 

, r , , , t, , - /tew along with the date and the examiner's initials. 
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EXAMINER'S AMENDMENT 

An examiner's amendment to the record appears beiovv. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 
1 .3 1 2. To ensure consideration of such an amendment, it MUST be submitted no later than the 
payment of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview with 
Tracy L. Bornman on 2 June 2009. 

The application has been amended as follows: 

1. Delete 1-13, 16, 20. and 26.31-41. 

2. In claim 19, line 3 before the term reducing insert "and". 

3. In claim 19, line 3 after condition delete and preventing a condition". 

4. In claim 27, line 4 after thereof, delete "precursors thereof,". 

5. In claim 28, line 3 delete ''glycine betaine" and insert "a compound of formula 
(CH3)3N>(CH2)n COO" with n being an integer of !. 

6. In claim 29. line 3 delete "'glycine betaine" and insert "a- compound of formula 
(CH3)3N+(CH2)n COO" with n being an integer of 1. 

7. In claim 42, line 3. before reducing insert "and". 

8. In claim 42 line 3. after the term condition delete " and preventing a condition. ". 

The following is the Examiner's statement of reasoning for allowance: 

Reasons for allowance are supported by a lack of -ii... < - . in the prior art ( 

~ > - hich discloses alkyl N-betaine in an embodiment 
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which does not fairly teach the glycine betaine in a controlled release pharmaceutical system 
suitable for delivering after administration [..] of applicants' current invention. 

Specifically, Malumud teach [. ..] a class of compounds comprising as a first component 
an alkyl-N-betaine surfactant and as a second compound an oxide selected from the group 
consisting of alkyl-N, N-dimethyl amine oxide, N-dihydroxyethylamine oxide, acylamino t- 
amine oxide and mixtures thereof, as disclosed in U.S. Pat. Nos. 4,107,328, 4,839,158 and 
5,314,917. the disclosures of which are hereby incorporated herein by reference [...] (column 5, 
lines 37-43). In view of this disclosure, the teachings, methods, and modifications of Malumud 
are determined to be non-sufficient in obviousness over the limitations disclosed in the current 
claim set. Malumud by way of several other references incorporated supra within this paragraph 
teach alkyl-N-betaine, wherein the alkyl groups are CIO or higher. This modified chemical 
moiety would not have been obvious over (CH3)3N+(CH2)n COO" with n being an integer of 1 . 

Any comments considered necessary by applicant must be submitted no later than the 
payment o, >h ut . -u ' v> - • 1 (. < «. U i m ( i.' t u p my the issue 

fee. Such submissions should be clearly labeled "Comments on Statement of Reasons for 
Allowance'". 

Any iti n \ <>,i 'ii i i ttion or earlier communications from the 
examiner should be directed to TIMOTHY E. BETTON whose telephone number is (571)272- 
9922. The examiner can normally be reached on Monday-Friday 8:30a - 5:00p. 

if attempts to reach the examiner by telephone are unsuccc ft sec aroinci - 
. . . i r t i, i _ ^ i ,, , J f hi. fa-: phone number for 

i here this application or proceeding is assigned is 571-2 ' " - • ■■ 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-21 7-91 97 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786=9199 (IN USA OR CANADA) or 571-272-1000. 
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